Microcystis. However, when the same data were quantitatively analyzed on a clone-by-clone scale, we 58 found a relatively wide range of deviations between observed and IA-model-predicted reproduction in 59 combined Cd + Microcystis treatments (both in direction and magnitude), suggesting some biological 60 significance of inter-clonal variation of interactive effects. In one of the twenty clones this deviation was 61 statistically significant (two-way ANOVA, F-test, p=0.005), indicating an interactive Cd × Microcystis 62 effect in this clone. Together, these two observations caution against the extrapolation of conclusions 63 about mixed stressor data obtained with single clones to the level of the entire species and to the level 64 of natural, genetically diverse populations. 65
Materials and methods

158
Experimental organisms 159
All D. magna clones used in the present study originate from nine different natural populations in 160
Flanders, Belgium (Table 1 ). All clones were cultured in modified M4-medium at 20 ± 1°C and under a 161 16h:8h light-dark cycle for several generations prior to the start of the experiment. The modified M4 162 medium differed from the original composition of the M4 medium (Elendt and Bias, 1990) 
·s
-1 and at 20 ± 1°C as recommended by PCC (Paris, France). Cultures were gently 198 aerated and allowed to grow during 10 days until mid-late log phase. Afterwards, the cyanobacteria 199 cells were concentrated by centrifugation, washed three times and suspended in modified M4 medium 200 before use. Dry-weight of the feeding stock suspension was determined by drying a known suspension 201 volume at 60°C for 24 hours. Finally, the amount of carbon per liter was calculated from the dry-weight 202 using a conversion factor of 0.5 g C per g dry wt (Geller, 1975) . First, we performed three-way ANOVA on all data from all clones combined, followed by F-tests, to 220 determine the significance of the main effects and all two-way and three-way interaction terms. All interactions noted in the three-way ANOVA (Table 3) . 299
In contrast to research on inter-clonal differences in tolerance to single stressors (i.e. clone x stressor 300 interaction), much less research has been performed on inter-clonal differences of interactive effects 301 between two stressors (i.e. clone x stressor x stressor interaction). A second, equally important way-forward could be to obtain a better understanding of inter-clonal 338 variation of interactive effects. Indeed, many published mixture studies are based on experiments with 339 single clones (see Holmstrup et al., 2010 ) and this could also be partly responsible for the variability of 340 interactive effects that is encountered in literature and for our current inability to generalize or 341 extrapolate findings across species and stressors. Two observations that we made when analyzing 342 our dataset on a clone-by-clone scale support this thought. First, quantitative analysis revealed a 343 relatively wide variation of log-deviations (both in direction and magnitude) between observed and IA-344 predicted reproduction under combined Cd + Microcystis exposure among the clones (Figure 1) . 345
Second, for one D. magna clone (i.e., OM2-24) out of a total of twenty tested clones this deviation was 346 also statistically significant, i.e. in a strictly statistical sense this clone experienced (as determined from 347 a two-way ANOVA) an antagonistic interactive effect from combined Cd + Microcystis exposure 348 (Figure 1 , Table S1 ). Thus, if we suppose the hypothetical case that we had chosen to only investigate 349 this clone and that we would strictly rely on the result of the statistical test, we would have drawn is the log 10 deviation between IA-model predicted (Eq. 1) and observed reproduction in the Cd + Microcystis treatment for each clone. The value next to p is 545 the p-value for the Cd x Microcystis interaction term in the two-way ANOVA for each clone (see Table S1 for details). 546
